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(57) Abstract: It is intended to provide a remedy for ulcer- 
ative colitis by which 5 -aminosalicylic acid (5- AS A) useful 
as a remedy for ulcerative colitis can be efficiently delivered 
to the affected site (i.e., the large intestine) with little absorp- 
tion or metabolism in the stomach or the upper part of the 
small intestine and which is highly safe and can be admin- 
istered over a long time. Namely, 5 -ASA carrying D-galac- 
tose introduced thereinto which is represented by the follow- 
ing general formula [1]. [1] This compound can efficiently 
get to the function site (i.e., the large intestine). Then the 
intestinal flora decomposes it to thereby form 5 -ASA which 
is the active ingredient in the large intestine. 
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LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) Jl^ll (^(D&l^SU . ^TCDa^CDjSUKSII 
^pTSfeJ: ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), J.-7V7 (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — □ V /i (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 



IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 
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[0002] 5-T^/^])^/Vm (SIT, r 5— AS A J t\ ) 717—9^^ (DPPHL) 515c 

4 

J§§#!& (inflammatory bowel disease:IBD) ir^l^^tl^tt^tt^Cj®^ (ulcera 
tive colitis :UD)^^P-y| (Crohn's disease : CD) <D^^MtVX^^X 

£<©j:5fc*fc6a^ 5-ASA&ftmmrt&zxmizmm£&z>ft}b, 5-asa© 

K^^IJ^IJ— ^xtSMejlt, rDDSjfcv>5 0 )&t^nK9y^fb©W8i3&sfrfr 

[0003] 5-ASA(DDDSM^J^L.-Cii, 5-ASA^r^^/^-fe/Vci— ;*£D#:?Ltfe&J^~e=t— 7" 

£*Wt5-ASA«J (|Sb b p^ : 'O^if . 0 tf^a-y ^» (^) M) &%> 

5 (0llx.fi. ##fr3Citfcl, 2#^) Q L^U^ib. ltJftj^Al-5-ASAi:L-C1000 
mg^KB#^¥[H]S P K^bfc^, 5km^^iti^m&n5-ASA^(Dh<D=§: 
^m^RS-^b7t^-^itb^brS:i^-ei/l4(Cmax=1448. 6±586. 4ng/ 
ml) \Z.m / P'TZ>-h<n<D, ^tdffi^m<D5-ASAtffam^fc&ftirZ>~t&%!t>tvXh^ 

[0004] ^fc, 5-ASA(D7°nK^^^tb-Cti, 5-ASA(DT$/S^ry^£;frfc^^3l}- 

9^/^rt°y^(^T^ rsASPj^v^o ) (M^ riW'tfyWS&i&EO. 77 

^if-(t*)M)^5(^ix.^ ##fp^cm3#M) 0 m^m-i, *j®ft^«^r 
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*a-f-5SASpo#3Sri4tt»je>6>tb-cv^36s, sAsp*mp%mmz&M£tizmz-± 

[0005] ss/t, JW<D^nK9s^fcUTri, 5-T5y1^y^^^y^^v^*^ttWi--5^ 

o 

[0006] J£l^ S-ASA-Cfia&V^S, M'l4±«^»JiLX#^^^^-rK^^^ 
^o^rr— ;*f|2g#:te60%, 7"vK^py©^- ;*$t^#;i*15%.£Jt.TU^ 

[0007] sk±<D£?^ ^ft&xmm£±m&mmmk\^x#mxfo%5-ASA&fi^/m 
±m^^^x^mujimxm^tiir^^}mx<mmm^xh^M^mm^ 
^t^x^^^x^m^^mfmm^m^mmmi^ti^fix\ \ 

#W^mi:#^Bg60-501105^# 
##fF3Cfifcl: BllSffe, 104, pp. 447-457(1994) 
##fF3CfiK2: 05USf£, 104, pp. 303-311(1994) 

##f4 : JCiift3 : Scandinavian journal of gastroenterology, 23, pp. 107—11 
2(1988) 
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##fFJCifc4: Advanced Drug Delivery Reviews, 7, pp. 149-199(1991) 
#m$Xm5:MMbmm, 22(Suppl. 10), pp. S2467-S2495(1994) 
##fF3Citfc6: Magyar Kemiai Folyoirat, 97(4), pp. 143-148(1991) 
#4#fr^Cilfc7 : Archiv der Pharmazie An International Journal Pharmac 
eutical and Medicinal Chemistry, 332(9), pp. 321-326(1999) 

[ooo8] xmrnvn mz. mmn±m^mmmbvxmmx^5-ASA^w^hm±.m 
b^x%^^x^mn^mtmm^mmhmm^mir^t\z.^ 0 

[0009] ^mm^hu, mMM^m^M^k. ±m a m^m^Lo^^m^mu * 

&mi2m\^<mk&m{3) (kt, WM.±^^x^?m^m\b\^ 0 )xu : t 
Kh<Dmm±tm^n^m^m^m^b^x^ir^mm^±mmmmM^mf^ 

*mjMk-&mt±, ±mmzte\,^xm?%MMMiz.£V)5-ASAi£ttm£fo?><Dx, 
i£M&<DMfcm(D4&ffi&mz>z.b&x%, vtfmg* ^-^m^mm^m^m. 
m x^xvcm^ v m m ^t>t^xm^-r^b^mbt£^tc 0 

*mim&iz.m ^xmrn-r^mm^mn, sxT<Dmyx&z> 0 
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[0010] £*r, l-ov ^xm&fZo 

tmmmx^mum\^R^n : ?(o^~m.mx^ 0 ommn, m&mz-. 
[oon] m&m i 

Wfc3] 




[0012] Xjj|l 
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[0013] -XM.2 
[0014] Xjj|3 
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[0015] 



[0016] 2 



Wb4] 



co 2 h 




C0 2 R 1 



R 1 OH 



N0 2 



181 




R 2 -OH 

[1 2] 



C0 2 R 1 



N0 2 



IS2 




no 2 



[ 1 03 



[1 1] 



C6] 



[5£tK R\ R 2 f4ffrfBilRlft-t?fc§ 0 X 1 }^ 7yi, 3>7*^(D/Na^V 
Sr**f-o] 



[0017] xj|i 
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7mm) tez.oxmvfct&z.b&'r&Zo Ecfoum-±, 20— 2oo < cdS56^-c&5„ r 
mmm*. —Btm^ m^-r^^^m^^^mm^^xm^^K m*. 

[0018] Ife2 

#EOSr±, it&m [11] ^>^-*Xf*#^h-^ftW:[12] tO»^KJ4?-C 
tT^u[4. 3. 0]-5-y^A 1, 4-v?Tiftfi/^n[2. 2. 2]^"^^, 1, 

skoals, Rjs?agfiaot^^^\ 1— 72i^ra^ii^-cfc«„ £*b 
[0019] z<D£5te\ycm&£ti&ttm{b&mte, *fr&Wteto<D^m., Mx.^ 
±n^n^<DMK-r^t^x^ 0 
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isWt, -^W>^. =*/^8&, ^^jx/W^^ ^^/Wn^^ -<^if 

i^/i^^lfe, lv^3i>^v^7^^ ^a^^/i^v^, *y7r-^*vif 

[0020] j&mtt&mn. merrz>mkmK^-r& ^^m^mfu^ ^& 
& (tnbs) m^m$k*r*rMz.tenz>ik-&m ci: ©^^^wbfc^, 

[0021] >^W>rt^«r^fcUT#-£-r5»£\ *3SW^X«*©EH±tt^H 
0. 1%— 99. 5%,£?;£L<« 0. 5%— 90%^#i-§|S^«a^tb-C, ASr^t? 
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[0022] *&mfc&Qoxtt : t<Dmm±f?&istiz>m<DmmK, *tm. wm. mm<D&m, 

[0023] m p ift-^tt@^xw:*fcK©ffl s w> w*.&. Mm. mm, mm. m&m. ^ 
±/is%L mnm. mm. i/u^m. ^m^m^mmKx^xn^t^x^ 

»5fe»J, {£##J, #Sc&U *&#J, #«<^m<^^£^irob£v\ 

%-7-t;vmn, tL-r±j&<D£$ ^xn^tf^tc^m^mmh^^mm^M 
, ^ry^^^^A, ^ry^^/vv^A, s^^y^i^^y 

mmu. mm&Mz.xn^m-&m&m, mm\^>^<\t^^u ^xm 
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#tjx.f±\ vn^^\ $mm. r^r^ ^/w-^mmxitn^^wm 

fcrrsafe*, flB£ift£-u ^*v£f£*gu ^#b-c«s*fitii-5^t^-e#5„ 
*£«g&>ftr«a»fc>!JK:, £W$M^Wc<£>^ #&h^3ft£>53#tB©*?^ 

x^TTv^m. ^rv^mm., ^^^^/^com^wMir^bKxy), 
[0024] i£fc, *&mik&®xtt<Dmm±.ft&ztiz>&it* ±m<Dx^mmt^9^ 

^uPf^m^^-bK^m^fi^o 

m$<DM^mmcM&httTz.bh'?%Zo 

[0025] #s p gtis-bvx&Mm&m^zzb&xzzo mm&tt* ^%mit^mxn^ 
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[0026] [HllJfiLjR^JcfertSS-ASA^Sii^^^o 9ryhskm^i^^Eir?>5 
-ASA©iJt (ng/ml) #tttf4B#^ (B#^) tttl^tl&T* m%m*fc&®l C 

m2mmp%&!®}$ i K$3tfZ)5-ASAMi<DW&$:^ir 0 wmfc, ^yb^m^^ 
^#^i-55-ASAS(% of dose)^, mmm^m mm) ^n^nmir 0 m% 

zL-fa m te5-ASA3r&-^Uc#1^ 5-AS ft€fo&to 

m2mmgBfo&m*fc&tfz>5-ASAm<Dim&^ir 0 mm*. 5yM&w&m 

^^^^#^«5-ASA*(% of dose)^, #|#^H#F^(0#^)^^tL 

m^ftmtt-ASA&&^tz.M&<D5-ASAm<Dm&&^n^frim^-o 
m4mmsm\HmwK&tfZ5-ASAm<Dwm*^ir 0 wmn, ^ymm&m 
ftmmrp^wt£i-z>5-ASAm(% of dose)^,mm^mmm)^Mn 

tM&, IHft PPfiS-ASA^K^-b/^^OS-ASAS^ti^^^rttW^i-o 

[gisiiiiii^^^^fe^ss-ASAStD^^i-o mm^, ^ybmrn^mm^ 

^#^-T55-ASA*(% of dose)^^W«B#W(BtW)^^^i- 0 B% 
=M te5-ASA£&-^-Lfc#1^tf) 5-AS AS^fi^^^tL^ftL^-ro 

^-rss-ASA^as ( ^ g/g) «t«ii*R#iw (N? re) tttv?frmir 0 &mm 
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mt&m [2] *®L^\jkM&, ^%m-i^^ {&m$m> ^g^ut#i^5-A 
sAcDm&tm&z-ti^timir. 

5-m s (mg/kg/tu) ztt^etim-te 

[0027] «TS-*»k l*^J^^»J^J^mifr^0^^3£{-pL<^BJ«^, « 



[0028] ilffi 5-T$7-2-( fl-D-^^Hf^/V/V^^^^il 

S-^hni^y^/^SOgcDte^^y-^ (5001111)^^, I«i»TL, 2 0 

mtommmi^ti 0 ^m^m^mmu ^^^(soomD-e^L-, 7k(5oo m i 



[0029] I® 2-1 2 ' . 3 1 . 4 ' . 6 ' -^rY^-Q-T^^-jV- a -D=gz£hg2 /U/k^B^E 
1\ 2', 3', 4', 6'-^^-0-T-fe^7V-jS-D-^^ht°9/— ^65g<Difrffc^ 
(500ml) *§?fc£*?frU 30%||>fb**Bi5ieS«t(177. 5g)£rMTUt 0 S 
J^m^^M^^V^ri4l^ra»#bfc^,*(DAofc^fPmW*^^SC7to 
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#fU 2\ 3', 4', 6'-^h9-O-T-fe^-/V-a-D-^f^ht 0 ^y^/V^ti5K 68. 
7g£#fc c 

[0030] X©2-2 5-~hn-2-(2'. 3'. 4'. 6'--7^-Q-T-fc < 5v>- 5 -D-ff^M^ 

X@l-C#btl^l5-^ht3iMJ^/V^{^/V30. 55gtX@2-l-e#e>^2', 3' 
, 4', 6'-^h7-0-T-fe^V-a-D-^^ht°^y^/^a5K63. 7g<Z)3V!J^(2 
50ml)^i-^blS(35. 92g)Srin^3i3feL3&iS6>^afC*5V^62 B#Wli#L- 

/VJB^r2NO^^(lOOOml)-e2|SIgfe#-b7b^, *g£gi5&:^/l'T?2|gttfcijUt 0 

iiifiU i&M&mmu 5-~hu-2-(2', 3', 4', e'-^h^-o-rir^vv-tf-D- 

[0031] X@2-3 5---Kn-2-( B -D-^^htf flti^f/V 

X©2-2-C#btbfc5-c=. hn-2-(2', 3', 4', 6 ' -TYy-O-T^^/V- 8 -D- 

\ ^-hy^^h^v-K^D^Co 30#ti#U^ ^J^^-a-i^^Amberlite IRC-5 
0(5. 0g)-C^fpL/c o *iSU5:&, fflUB^flSU 5-=H3-2-(/3-D-#?^ 

[0032] X©3 5-T^7-2- g -D-^^Hf 9/^/^^) gjy|gg2<±Zk 

X@2-3-e#t>tifc5-^hn-2-( 0 -D-^^ht^/v'/V^v') ^,&#Bfc*^ 
/V4. 90g(D^/— /V (100ml) *^f£10%>>W ? ?AK# (0. 49g)^Px., 

/■SrifcR&U 5-T^/-2-(jS-D-^^ht°97^v^-=arV)^S#^^4. 18g 
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[0033] X.U4 5-T$7-2- ( B -D-^^hfc^/^/V^^) 

X©2-4-C#fetvfc5-T5y-2-( B -D-#^bfc°9y^/^^>)^:S#^b<^ 
JVA. 18g(DMfc*&S—Sl/ (120ml) fBSWAct^^ lNfr&tik±h!) i >&&&Witi2. 7 

, M«S*-C*#^c 0 2Ni£gt(6. 4ml)^V>-C^fPbfc 0 ^<£>^ 

mzmmu smt^-m. 4i g ^#^ 0 

MS (EI) m/z=338[M+Na] + 

JfefcS [a] 2 °=-19. 84(C=1. 28, H O) 

D 2 

7G3jt#*HtC (C H NO £L-C) 

13 17 8 

tf-|H£(%) C:49. 52 H:5. 43 N:4. 44 

MMiU(%) C:49. 12 H:5. 37 N:4. 38 
X H NMR (D O) 

2 

3. 74—4. 01 (m, 6H, H~2— 6), 5. 04 (d, 1H, J =7. 4Hz, H-l), 7. 30— 

1,2 

7. 39 (m, 3H, Ph) 

[0034] mmm 5-r y-2-< g -p-ff^h^/^/^t^) 

X@l 2^Z2k±H^5^hH^J^2i±Zk 
2-^/V^-P-5-— H3^JB.#Ifel2. 0gCD4ffi7K^h7tKi379^(60ml)SWp<^ 

/v*>»kAT5K(60Atl)i8*Sr*JfrU W!);^n7^K(9. 05g) SriBfTUfco M 

^/-M30mi)^^TU ^bt^m#wc 0 k&#&«ee**&u @^ 

7 i /K24ml)^DX.X^L, 5 0 C^^bT|^f H ^m§^c 0 *f ffli&SrEt 

j±mw&. &m.T-vmffimu 2-y/v^-5--hn^s«y5vvio. 5 S &n 
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[0035] X@2 5-^hP-2-(2'. 3'. 4'. 6 , -^h^-Q-T-ir^-/^-g-D-^^hfc°^y'> 

X©l-C#b^c2-^/V^-n-5-^hti^S#^^/V7. 13gt2' , 3', 4', 6'- 
^h^-O-Tir^/V-D-^f^^ht^y— ^12. 50g(Z)Tirh— MJ/V(70ml)^t^(-D 
BU4. 95g«TU ^?a^-C2B#raif#b7t 0 £tJ£»2$j±a*itU 
300ml)-Cf^U lNJ^gft (1 50ml), 5%£*Bfc*C3fr*-MJ? 150ml). & 

jfafeffofc (150ml) -eas^u *l7tcflltBft^^v^ATffaft«, «Siu »j«£**t 

n -^dr^:g^^^v=4— 1. 5)«L, 5-— hn-2-(2' , 3', 4', 6'-^h 
a -D-# 9^M^7/V/V^-^i/) ^ A#BM^/^7. 5 lg3tt*5-= 
hn-2-(2', 3', 4', 6'-^h^-O-Tir^/V-|3-D-^f^ht 0 7y^/V^-^»^ 



[0036] X@3-l 5-T$ 7-2- (2'.3 > .4'.6 > -^h^-P-Tir^- a -D-ff ^hlfv 

X©2-1-C#^>ttfc5-^ hn-2- (2 ' , 3 ' , 4 ' , 6 ' -TYy-O-T^^/V- a -D- 
^f9^ht°9/^V^v-) gcS#^b<^V^7. OOgcD^/— /W(210ml) i£i£{C10 

%^9^A^3d(o. 7o g )^px.. **i^j±, mM^mmMytm.^notLo is 
wit. Bifcm%Mmhxmm&m, mmm&wm^tc 0 wmmtt, xy^v^h 

(Wako gel(M^^)C-200(fn^Mm(4*)M), n-^^-f-^:^^/V=3: 
1 — 3:2)-Cifi|$4U 5-T57-2-(2', 3', 4', 6 ' -^b^-O-Ti^l'- a -Th-jJ 



[0037] X@3-2 5-T$7-2-( a -D-^H^9/^;l^^) %MMM2±Sk 

X©3-l-C#^>ttfc5-T5:y-2-(2' , 3 ' , 4' , 6 ' -Tb^-O-TW/^- a -D- 

— /Kl : 1, 110ml) \ZfctitetjyVM307mz)&fia%.* &mzX15V$fflffiWl,1to R 
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jsaft«#ftEEWitu ffl&yatt^pwv (wako gei (&m&m) c-200 m%M 

M(W)M), ?tt*/lsJ±:J?S— yl/=10:l— 5:1)-C*I54U 5-T^/-2-(a-D 



[0038] I©4 5-T$/-2- ( a -D-ff^ htf ^ /^2k±±kd ^UUt 

/V2. 00g(Z)7K(40ml)^M«^> lNzk^Hb^hy^Azfclg* (6. 07ml) ^ITU 5 

MS (FAB) m/z = 316[M + l] + 

i^J$ [a] 2 °=79. 37(C = 1. 28, H O) 

D 2 

7C*5>ffft (C H NO -0. 8H Ot^X) 

13 17 8 2 

f+^it(%) C:47. 36 H:5. 69 N:4. 25 
H$!Mtf(%) C:47. 20 H:5. 48 N:4. 22 
*H NMR (D O) 

2 

3. 70—4. 10(m, 6H, H-2—6), 5. 76(d, 1H, J =3. 6Hz, H-l), 7. 37— 

1,2 

7. 40 (m, 3H, Ph) 



[0039] 1 5-T5/-2- ( 6 -p-^Vv^ g2Zk2k£±~d ^ESM 



[0040] I§2 5-^hn-2-(2' . 3' . 4' , 6'-^h^-Q-Ti?^-^- B -D-^V^^/v- 

X@l-C#btL7t5--hn1^-y^/V^^/V6. 0g£2', 3', 4', 6'-^h9-0-T 
ir^/V-a-D-^Vv=it 0 9/>y/v^ti^Kl8. 8giOdr7!J^(60ml)^-ft^, Hfc{b&( 
10. 5g)SriW^.Sia*Cll^W*lX«#Ufeo ^*B^^Bfe^/W3oomi)"T* 
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m&&m^si/ ooomi) -C2iattt±ibfc 0 i&fp 

^Tk-C^m, ait^hy^-eftJI^ »«fc»KU 5-~hn-2-(2' 

15. 63gSr#^o 

[0041] X©3-1 5-T$/-2-(2'. 3'. 4'. e'-^h^-O-T-te^/V-g-D-^W^b 0 ^/ 

X@2-C#b^5-^ho-2-(2', 3', 4', 6'-^h^-0-Ti?fVV- j3 -D-^/V 
nt'7/^Vt^r-» SI»f/H2. Og(D^^y— /V (400ml) »»^tC10%^ 
^v^A^jJf (2. 4g)Sr*n^., 7R^3atm, 30 < C-eg?ftbaS7UK^«rfTo^„ 3B#Ra& 
, K^^9-rh^aibfc 0 $gj£3r«*gU 5-T$7-2-(2', 3', 4', 6'-^h^- 
0-Tir^/l/-/3-D-^V^t°9y^/V^-^ri/)^m#^^/V 11. 2g£r#7t 0 

[0042] X@3-2 5-T$ 7-2- ( 8 -D-^Adtf 9 S^M*^) ^M^^±Jk 

X@3-l-C#^>tbfc5-T5:y-2-(2' , 3 * , 4' , 6 ' -7"h9-0-T W/V- 0 -D- 

1:1, 16ml)^^^y^(37. 8mg) ^?a-C«it#bfCo £0£$C 

K4Nifrf[^^ei«^/H^(0. 14ml) £rMTU ^©^^SraiJHIbfco #£> 
fttdm^Pf*^VZl / f^Zl?J*?v~?hy (Wako gel (SEftfttgU C-200 ( 
^«(tt)M), tWvy:^y-^=10:l-8:1^5:l)tiSU 
7-2- ( 0 -D-^/VrJt^y^k^-drv') ^,&#^^/V332mg^#/c 0 

[0043] X@4 5-T$/-2- ( fl -D-^>nt'7/v-;Vt^-» ^UHj 

X@3-2-e#^>ttfc5-T5:7-2-( 0 -D-^Vv^fc^/vVV^V) ^^MW.^^ 
lOOmgCD^y— 7V (3ml) SlvSrfc, IN^K^^MJ'/^tK^^ (0. 3ml) ^ift 

*lmU^^*?frT8^UiIflS£>. 1N^(0. 3ml)«TUfc 0 r©^f^3 



WO 2005/075492 



19 



PCT/JP2005/001492 



7C*5>Wfi (C H NO -0. 2H OirL-C) 

13 17 8 2 

f+^jiS(%) C:48. 97 H:5. 50 N:4. 39 
C:48. 80 H:5. 35 N:4. 31 

[0044] MSmi JfiL&»5-ASAiE#<PiB!lS£ 

] , fb^fcl C2] , ffc^fej [3] ^^^U" (Sifil) ^5-ASA^m^b-C50mg/ 

k g ^ p s-^u skm^s-ASAm&^mmmi^^h^^^- (hplo -csm^l 



=7 v hi- is it 5jkj% + 5 - A S Alca-J < |BM^7^-j'fl 







(m g/k g ) 


& a in 4 

(T m a x ) 
(h r ) 


* i£ ^ a £ 

( C m a x ) 
( n g / m 1 ) 


(AUG) 
( n g * h r / m 1 ) 


( B A) 

(%) 


5 — A S A 


i . v . 


1 






14 17 






p . o . 


5 0 


2 


4 9 5 8 


1 0 4 4 1 


1 5 


fkft& [ 1 ] 


p . o . 


5 0 


0 . 5 


4 3 5 


1 5 0 4 






p . u . 


5 0 


a 


16 0 


5 7 1 


0 . 8 


\\L^m [ m 


p . o . 


5 0 


i 


19 6 2 


4 2 3 5 


6 



n = 2 ~ 3 

1) (l-»f^»SaPfi#tCAUCT5-ASA^IHl»!R«(OAUC) X 
( 5 - A S A ©#JW5rt«-5-*-^=&*fcifc ft P&-5-S) X 1 0 0 



-£Ut#£\ Jk#^5-ASAMSJ4. ^^(SftffiS) ^i:b^T{£<ti^U7 > c(HI 

i#^) 0 ik&mimmk&m2)*&^tzM&, M.m^-ASAmmt. 
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10m) o it&m{i~) . \\&m [2] , \\&m [3] (sftftgo p & ^ 

Ufcj§^5-ASA©£*^ttfUJBtB (bioavailability) (*l#flg) tt, #*2%, 0 

. 8%, 6%^i5%t»ffi^7c 0 Tftt>h^k&®W^k&®t2mmk&Vol 
^OTirb-c, Ik&miH X.XMk&® [2] [3] fcJt^3^»/hJ»f!i*5V> 

So 

[0045] ^WrtW4fo*(P5-ASA»ffttlS» 

-ASA&5-ASAfc^Ur50mg/kgjgn&#U WJ», jfifi^ll, 5S^J^*3 

#S^SrBI23&*e>ia5»c^fo 

3, 4, 5#^) 0 

mmKmmmmt^xi^m [2] s.^^^ (&ftftis® sts-asa^** 

ti£rfflv>-c, iSj^fo^^hT^:^— (hplc) Kxyffim&U^RXFWLMfflM^ 

^1^3 [2] fclOV vCfc, -^^f - (&ftj&8Q ^J:bKbT^IM^^tFli:i§« 
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[0046] ^yh^hy^hp^ifV^/^^(PiT. [rmsi£Ln*m%±M& 

— /VzK^-ft (30mg/0. 25ml/^h) ^fllPg^^ScnKD^lpSl^^ P S^-ffiyV 

x^v>r^i-5't^J:<9^:«^#^HU/c 0 tnbs^3 BiH^fli^mb 

, |iP^^8cmcD^i(DMS*^SiJfei-5t*fC, ±Bi%^m<Dm& ^Wallace h 
(Gastroenterology, 96, p. 29-36 (1989) )CD^fe^V V*=i TfbUfco 1» 
ikSmtX^X, ^?y-(&MmM)lt30, lOOmg/kg, ^^Cl]»61. 8, 205. 
9mg/kg (5-ASA^-C30, lOOmg/kgi^g^) CDffiS^l 0 2[U (TNBS^-^- 

y*—i?*=iT&61. 8mg/kg(5-ASAld^#Ut30mg/kg^ 

^)comm^^^xmM^nmu xmumm^os. 9mg/k g (5-ASA(^ 
W-\^xioom & /kgicfam)<Dmmc&\,^xi?M^tt)mi^tz.(m8, 90m.) » — 



[0047] mmi iiMffl 

^l^j700mg^ 



500mg 
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127mg 



35mg 



35mg 



3mg 



>fb^J[l]250g, h^n3V*!|f&63. 5g, <tfi-fe/H3— ^17. 5g^»M3t*& 

„ rtttC^Ti; V^-e^->^A (0. 4%(w/w))<^jnx.-C. 700mg4 5 
500mg^£pf6c3!|£#5 o 

[0048] M«i2 ^lamMjaD 

^l^j600mg^ 

\\^m\X\ 400mg 

h^nnvif^ 153mg 

^HH-fe/Vn— ;x 42mg 

X^Ty^-^^V^A 5mg 

nm-?&mjz&, mmm^m^r^>o ^.fiK^y-rv>m^^^Mo. 8%( w 
[0049] wMm zz&kmmmm 

^^"l^lJSOOmgct 3 

ik&mil) 250mg 

222. 5mg 

^n^/V-^t2w-^.f-J.yr>^ 25mg 

XTTVlsffcry^-iSpJ* 2. 5mg 

lb^[l]250g, UiiO)>fk^M^^^^222. 5g, ^hy^A 
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[0050] urn nmzmm&mm 

^^■l^lJlOOOmgct 1 

\\^m\X\ 750mg 

h^^anvHt 170mg 

fpH-fe/Vci—^ 50mg 

j$y\?~;VT/V^—/V 30mg 
^^[l)375g, h^t^i/»85g. ^ir;kn-;*25g^-^-^i£AL 
, i?,\)yf~jVT)V=i— >V<D\2.%i&W@L (125ml) &MX-XWL^&, 0. 7mmt©^^y 
-^«*Ufc«*if¥mb«a^m-rSo lOOOmg^ 
^^b^^i750mg^tpMW^#§o 



[0051] ^fen£££glB&i£[ffil8D 

^t^l^JlOOOmgcfJ 

Jl//<V;V 200mg 
\Y&m\X\ 500mg 
Y^n^l^m 170mg 
igg^^tKndri/^ntW-fe/Vn— ^ 40mg 
tKn^iy^TnfcVvir/vn— ^ 50mg 
tKn^^^PtVV^^/P-fe/Vn— ^> 30mg 
7°ntVy^!J3^ 6mg 
^b^^ 4mg 
/y^V/v (24— 32>jyv^) 200g^>^^Eilj3t*i:^— r^y^Ii^fAt, fcK 

]500g, H^n^^f^lTOg, tegifeStKndrv-^ntVUr/Vn— ^40gO^ 
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50ml) ^BftSUXlOOOmg^ (^b^^500mg^ti'='— 'Tvf^ fg*ft&#5 0 
[0052] ^W-fb^feW:, *am^d^©t&*lC#»*5-ASA^^<f^ffi^-C*) 
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rn^mm 

[1] 5-T^y-2- ( & -T>-X l ?9\*£?Si/Arftt') ^m#^b< «5-T$7-2-( a - 
[2] 5-T57-2- ( j3 -D-^7^ht°^y ^A#S^U< H5-T^-2-( a - 

[3] 5-T^y-2- ( 0 -D-#5^ W^Ji/ArOtt/) 5feJ&#fife, 5-T57-2- ( a -D-# 
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10.0 r 




0 4 8 12 16 20 



[05] 
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[136] 
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0 5 10 15 20 25 



[H8] 



8.0 



6.0 



4.0 



2.0 



0.0 



I 



30 



100 



61.8 205.9 (mg/kg/lel) 



[09] 



=3>kp-ju ^b^^ [1] 

# p<0.05 M=3>hn— jKWilcoxon's test) 



1.50 



1.00 



0.50 



0.00 



X 



30 



100 



61.8 205.9 (mg/kg/lHl) 



* p<0.05 **3>hP— (Dunnett'stest) 
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